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SUMMARY: The Food and Drug 
Administration (FDA) is announcing 
that Eastman Chemical Co. has filed a 
petition proposing that the food additive 
regulations be amended to provide for 
the safe use of 1,4- 

cyclohexanedimethanol as a polyhydric 
alcohol for use in polyester resins 
intended for coatings in contact with 
food. 

DATES: Written comments on the 
petitioner's environmental assessment 
by August 11, 1997. 
ADDRESSES: Submit written comments 
to the Dockets Management Branch 
(HFA-305), Food and Drug 
Administration, 12420 ParklawnDr., 
rm. 1-23, Rockville, MD 20857. 
FOR FURTHER INFORMATION CONTACT: 
Hortense S. Macon, Center for Food 
Safety and Applied Nutrition (HFS- 
205), Food and Drug Administration, 
200 C St. SW., Washington, DC 20204, 
202-418-3086. 

SUPPLEMENTARY INFORMATION: Under the 

Federal Food, Drug, and Cosmetic Act 
(sec. 409(b)(5) (21 U.S.C. 348(b)(5))), 
notice is given that a food additive 
petition (FAP 7B4547) has been filed by 
the Eastman Chemical Co., P.O. Box 
1994, Kingsport, TN 37662. The petition 
proposes to amend the food additive 
regulations in § 175.300 Resinous and 
polymeric coatings (21 CFR 175.300) to 
provide for the safe use of 1,4- 
cyclohexanedimethanol as a polyhydric 
alcohol for use in polyester resins 
intended for coatings in contact with 
food. 

The potential environmental impact 
of this action is being reviewed. To 
encourage public participation 
consistent with regulations promulgated 
under the National Environmental 
Policy Act (40 CFR 1501.4(b)), the 
agency is placing the environmental 
assessment submitted with the petition 
that is the subject of this notice on 
public display at the Dockets 
Management Branch (address above) for 
public review and comment. Interested 
persons may, on or before August 1 1 , 
1997, submit to the Dockets 
Management Branch (address above) 
written comments. Two copies of any 
comments are to be submitted, except 
that individuals may submit one copy. 
Comments are to be identified with the 
docket number found in brackets in the 
heading of this document. Received 
comments may be seen in the office 
above between 9 a.m. and 4 p.m., 
Monday through Friday. FDA will also 
place on public display any 
amendments to, or comments on, the 
petitioner's environmental assessment 
without further announcement in the 
Federal Register. If, based on its review, 


the agency finds that an environmental 
impact statement is not required and 
this petition results in a regulation, the 
notice of availability of the agency's 
finding of no significant impact and the 
evidence supporting that finding will be 
published with the regulation in the 
Federal Register in accordance with 21 
CFR 25.40(c). 

Dated: June 24, 1997. 
Laura M. Tarantino, 

Acting Director, Office of Premarket 

A pproval, Cen ter for Food Safety and A pplied 

Nutrition. 

[FR Doc. 97-18127 Filed 7-10-97; 8:45 am] 
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DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 

Food and Drug Administration 
[Docket No. 96E-0386] 

Determination of Regulatory Review 
Period for Purposes of Patent 
Extension; ALLEGRA™ 

AGENCY: Food and Drug Administration, 
HHS. 

ACTION: Notice. 

SUMMARY: The Food and Drug 
Administration (FDA) has determined 
the regulatory review period for 
ALLEGRA™ and is publishing this 
notice of that determination as required 
by law. FDA has made the 
determination because of the 
submission of an application to the 
Commissioner of Patents and 
Trademarks, Department of Commerce, 
for the extension of a patent which 
claims that human drug product. 
ADDRESSES: Written comments and 
petitions should be directed to the 
Dockets Management Branch (HFA- 
305), Food and Drug Administration, 
12420 Parklawn Dr., rm. 1-23, 
Rockville, MD 20857. 
FOR FURTHER INFORMATION CONTACT: 
Brian J. Malkin, Office of Health Affairs 
(HFY-20), Food and Drug 
Administration, 5600 Fishers Lane, 
Rockville, MD 20857, 301-443-1382. 
SUPPLEMENTARY INFORMATION: The Drug 
Price Competition and Patent Term 
Restoration Act of 1984 (Pub. L. 98-417) 
and the Generic Animal Drug and Patent 
Term Restoration Act (Pub. L. 100-670) 
generally provide that a patent may be 
extended for a period of up to 5 years 
so long as the patented item (human 
drug product, animal drug product, 
medical device, food additive, or color 
additive) was subject to regulatory 
review by FDA before the item was 
marketed. Under these acts, a product's 


regulatory review period forms the basis 
for determining the amount of extension 
an applicant may receive. 

A regulatory review period consists of 
two periods of time: A testing phase and 
an approval phase. For human drug 
products, the testing phase begins when 
the exemption to permit the clinical 
investigations of the drug becomes 
effective and runs until the approval 
phase begins. The approval phase starts 
with the initial submission of an 
application to market the human drug 
product and continues until FDA grants 
permission to market the drug product. 
Although only a portion of a regulatory 
review period may count toward the 
actual amount of extension that the 
Commissioner of Patents and 
Trademarks may award (for example, 
half the testing phase must be 
subtracted as well as any time that may 
have occurred before the patent was 
issued), FDA's determination of the 
length of a regulatory review period for 
a human drug product will include all 
of the testing phase and approval phase 
as specified in 35 U.S.C. 156(g)(1)(B). 

FDA recently approved for marketing 
the human drug product ALLEGRA™ 
(fexofenadine hydrochloride). 
ALLEGRA™ is indicated for the relief 
of symptoms associated with seasonal 
allergic rhinitis in adults and children 
12 years of age and older. Symptoms 
treated effectively include sneezing, 
rhinorrhea, itchy nose/palate/throat, 
itchy /watery /red eyes. Subsequent to 
this approval, the Patent and Trademark 
Office received a patent term restoration 
application for ALLEGRA™ (U.S. 
Patent No. 4,254,129) from Hoechst 
Marion Roussel, Inc., and the Patent and 
Trademark Office requested FDA's 
assistance in determining this patent's 
eligibility for patent term restoration. In 
a letter dated March 7, 1997, FDA 
advised the Patent and Trademark office 
that this human drug product had 
undergone a regulatory review period 
and that the approval of ALLEGRA™ 
represented the first permitted 
commercial marketing or use of the 
product. Shortly thereafter, the Patent 
and Trademark Office requested that 
FDA determine the product's regulatory 
review period. 

FDA has determined that the 
applicable regulatory review period for 
ALLEGRA™ is 996 days. Of this time, 
635 days occurred during the testing 
phase of the regulatory review period, 
while 361 days occurred during the 
approval phase. These periods of time 
were derived from the following dates: 

1. The date an exemption under 
section 505 (i) of the Federal Food, Drug, 
and Cosmetic Act (21 U.S.C. 355(i)) 
became effective: November 4, 1993. 
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FDA has verified the applicant's claim 
that the date that the investigational 
new drug application became effective 
was on November 4, 1993. 

2. The date the application was 
initially submitted with respect to the 
human drug product under section 
505(b) of the Federal Food, Drug, and 
Cosmetic Act July 31, 1995. FDA has 
verified the applicant's claim that the 
new drug application (NDA) for 
ALLEGRA-™ (NDA 20-625) was 
initially submitted on July 31, 1995. 

3. The date the application was 
approved: July 25, 1996. FDA has 
verified the applicant's claim that NDA 
20-625 was approved on July 25, 1996. 

This determination of the regulatory 
review period establishes the maximum 
potential length of a patent extension. 
However, the U.S. Patent and 
Trademark Office applies several 
statutory limitations in its calculations 
of the actual period for patent extension. 
In its application for patent extension, 
this applicant seeks 677 days of patent 
term extension. 

Anyone with knowledge that any of 
the dates as published is incorrect may, 
on or before September 9, 1997, submit 
to the Dockets Management Branch 
(address above) written comments and 
ask for a redetermination. Furthermore, 
any interested person may petition FDA, 
on or before January 7, 1998, for a 
determination regarding whether the 
applicant for extension acted with due 
diligence during the regulatory review 
period. To meet its burden, the petition 
must contain sufficient facts to merit an 
FDA investigation. (See H. Rept. 857, 
part 1, 98th Cong., 2d sess., pp. 41-42, 
1984.) Petitions should be in the format 
specified in 21 CFR 10.30. 

Comments and petitions should be 
submitted to the Dockets Management 
Branch (address above) in three copies 
(except that individuals may submit 
single copies) and identified with the 
docket number found in brackets in the 
heading of this document. Comments 
and petitions may be seen in the 
Dockets Management Branch between 9 
a.m. and 4 p.m., Monday through 
Friday. 

Dated: June 30, 1997. 
Allen B. Duncan, 

Acting Associate Commissioner for Health 
Affairs. 

[FR Doc. 97-18125 Filed 7-10-97; 8:45 am] 
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DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 

Food and Drug Administration 

Advisory Committee; Notice of Meeting 

AGENCY: Food and Drug Administration, 
HHS. 

ACTION: Notice. 

This notice announces a forthcoming 
meeting of a public advisory committee 
of the Food and Drug Administration 
(FDA). The meeting will be open to the 
public. 

Name of Committee: Radiological 
Devices Panel of the Medical Devices 
Advisory Committee. 

General Function of the Committee: 
To provide advice and 
recommendations to the agency on FDA 
regulatory issues. 

Date and Time: The meeting will be 
held on August 18, 1997, 9:30 a.m. to 
4:30 p.m. 

Location: Corporate Bldg., conference 
room 020B, 9200 Corporate Blvd., 
Rockville, MD. 

Contact Person: John C. Monahan, 
Center for Devices and Radiological 
Health (HFZ-470), Food and Drug 
Administration, 9200 Corporate Blvd., 
Rockville, MD 20850, 301-594-1212, or 
FDA Advisory Committee Information 
Line, 1-800-741-8138 (301-443-0572 
in the Washington, DC area) , code 
12526. Please call the Information Line 
for up-to-date information on this 
meeting. 

Agenda: The committee will discuss 
general issues and make 
recommendations concerning an 
original premarket approval application 
for an ultrasound bone density device. 

Procedure: Interested persons may 
present data, information, or views, 
orally or in writing, on issues pending 
before the committee. Written 
submissions may be made to the contact 
person by August 11, 1997. Oral 
presentations from the public will be 
scheduled between approximately 9:45 
a.m. and 10:45 a.m. Time allotted for 
each presentation may be limited. Those 
desiring to make formal oral 
presentations should notify the contact 
person before August 11, 1997, and 
submit a brief statement of the general 
nature of the evidence or arguments 
they wish to present, the names and 
addresses of proposed participants, and 
an indication of the approximate time 
requested to make their presentation. 

Notice of this meeting is given under 
the Federal Advisory Committee Act (5 
U.S.C. app. 2). 


Dated: July 7, 1997. 
Michael A. Friedman, 

Deputy Commissioner for Operations. 

[FR Doc. 97-18213 Filed 7-10-97; 8:45 ami 
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DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 

Health Resources and Services 
Administration 

Agency Information Collection 
Activities: Submission for OMB 
Review; Comment Request 

Periodically, the Health Resources 
and Services Administration (HRSA) 
publishes abstracts of information 
collection requests under review by the 
Office of Management and Budget, in 
compliance with the Paperwork 
Reduction Act of 1995 (44 U.S.C. 
Chapter 35). To request a copy of the 
clearance requests submitted to OMB for 
review, call the HRSA Reports 
Clearance Officer on (301)-443-1129. 

The following request has been 
submitted to the Office of Management 
and Budget for review under the 
Paperwork Reduction Act of 1995: 

Proposed Project: Area Health 
Education Centers (AHEC) and Health 
Education Training Centers (HETC): 
Managed Care Inventory Project — 
New— Section 746(a) of the Public 
Health Service Act authorizes Federal 
assistance to schools of medicine 
(allopathic and osteopathic) which have 
cooperative arrangements with one or 
more public or nonprofit private area 
health education centers (AHECs) for 
the planning, development and 
operation of area health education 
center programs. Section 746(f) of the 
PHS Act authorizes Federal assistance 
to schools of allopathic and osteopathic 
medicine, or parent institutions on 
behalf of such schools, or a consortium 
of such schools to plan, develop, 
establish, maintain or operate HETCs. 
The support is designed to improve the 
supply, distribution, quality, and 
efficiency of (a) personnel providing 
health services in the State of Florida or 
along the border between the United 
States and Mexico and (b) personnel 
providing, in other urban and rural 
areas of the U.S., health services to any 
population group, including Hispanic 
individuals and recent refugees, that 
have demonstrated serious health care 
needs. Program support is also used to 
encourage health promotion and disease 
prevention through public education. 

A telephone survey is proposed of 
federally funded AHEC and HETC 
programs to determine the variety and 


T 15Gy/PHYSiClANS' DES K REFERENCE : 
Marion Merreil Dow— -Cont. 

Treatment 

The airway should be secured and adequate respiratory ex- 
change should be established in cases of overdosage with 
RIFATER. 

Obtain blood samples for immediate determination of gases, 
electrolytes, BUN, glucose, etc; type and cross-match blood 
in preparation for possible hemodialysis. 
Gastric lavage within the first 2 to 3 hours after ingestion is 
advised, but it should not be attempted until convulsions are 
under control. To treat convulsions, administer IV diazepam 
or short-acting barbiturates, and IV pyridoxine (usually 1 
mg/1 mg uwniazid ingested). Following evacuation of gastric 
contents, the instillation of activated charcoal slurry into the 
stomach may help absorb any remaining drug from the gas- 
tro intestinal tract. Antiemetic medication may be required 
to control severe nausea and vomiting 
RAPID CONTROL OF METABOLIC ACIDOSIS IS FUNDA- 
MENTAL TO MANAGEMENT. Give IV sodium bicarbonate 
at once and repeat as needed, adjusting subsequent dosage 
on the basis of laboratory findings (ie, serum sodium, pR 
etc). r 

Forced osmotic diuresis must be started early and should be 
continued for some hours after clinical improvement to has- 
ten renal clearance of drug and help prevent relapse; moni- 
tor fluid intake and output 

Hemodialysis is advised for severe cases; if this is not avail- 
able, peritoneal dialysis can be used along with forced diure- 
sis. 

Along with measures based on initial and repeated determi- 
nation ot blood gases and other laboratory tests as needed 
utilize meticulous respiratory and other intensive care to 
protect against hypoxia, hypotension, aspiration pneumoni- 
tis, etc. 

DOSAGE AND ADMINISTRATION 
Adults: Patients should be given the following single daily 
dose of RIFATER either I hour before or 2 hours after a meal 
wun a ruil glass of water. 
Patients weighLnj < 44 kg— 4 tablets 
Patients weighing between 45-54 kg—o tablets 
Patients weighing > 55 kg— 6 tablets 
ChiWren: The ratio of the drugs in RIFATER mav not be ap- 
propnate in children or adolescents under the a^e of 15 (eg 
higher mg/kg doses of isoniaad are usually given in children 
than adults). 

- RIFAT E R » recommended in the initial phase of abort, 
course therapy which is usually continued for 2 months. The 
Advisory Council for the EUmination of Tuberculosis, the 
American Thoracic Society, and the Centers for Disease Con- 
trol and Prevention recommend that either streptomycin or 
ethambutoi be added as a fourth drug in a regimen contain- 
ing laoniazid (INH), rifampin and pyrarinamide for initial 
treatment of tuberculosis unless the likelihood of INH or 
rifampin resistance is very low. The need for a fourth drug 
should be reassessed when the results of susceptibility test- 
mg are known. If community rates of INH resistance are 
v currently [ess than <%, an initial treatment regimen with 
less than four drugB may be considered. . 
Following the initial phase, treatment should be continued 
with rifampin and isoniazid (eg. RIFAMATE® ) for at least 4 
months. Treatment should be continued for longer if the 
patient is still sputum or culture positive, if resistant organ- 
isms are present, or if the patient is HIV positive. 
- Concomitant adininistration of pyridoxine i&V is recom- 
mended in the malnourished, in those predisposed to neurop- 
athy (eg, alcoholics and diabetics/, and in adolescents. 
See CLINICAL PHARMACOLOGY: General for dosing in- 
formation in patients with renal failure. 
HOW SUPPLIED 

RIFATER tablets are light beige, smooth, round, and shiny 
sugar-coated tablets imprinted with "RIFATER" in black 
ink and contain 120 mg rifampin, 50 mg isoniazid, and 300 
mg pyrazinamide. and are supplied as; 
Bottles of 60 tablets (NDC 008&O57&41). 
Unit dose blister packages of 100 tablets (NDC 0088-0676-49) 

fo*££ ?T™ nS rL St0re at controiJed ™™ temoerature 

'15-30-C). Protect from excessive humidity. 
Reference: 1. National Committee for Clinical Laboratory 
Standards. 1990. Antimycobacterial Susceptibility Testing i 
(Proposed Standard). Document M24-R ! 
Prescribing information as of June 1994 

Mfd by Gruppo Lepetit, S.p.A. 
20020 Lainate, Italy, for 
Marion Merreil Dow Inc. 
Kansas City, MO 64114 

Shown in Product Identification Guide, page 322 


SELDANE v 
[sel 'dan j 
(terfenadine) 
80 mg Tablets 


WARNING BOX 
QT INTERVAL PROLONGATION/VENTRICULAR 
ARRHYTHMIA 
RARE CASES OF SERIOUS CARDIOVASCULAR AO- 
VERSE EVENTS. INCLUDING DEATH, CARDIAC AR- 
REST. TORSADES DE POINTES. AND OTHER VEN- 
TRICULAR ARRHYTHMIAS. HAVE SEEN OBSERVED 
IN THE FOLLOWING CLINICAL SETTINGS. FRE- 
QUENTLY IN ASSOCIATION WITH INCREASED TER. 
FENAO,NE LEVELS WHICH LEAO TO ELECTROCAR. 
DIOGRAPHIC QT PROLONGATION- 
1. CONCOMITANT ADMINISTRATION OF KETO- 
(SpS^ANOX) {N ' Z0RAU ° R ITRACONAZOLE 
2 AS 380°MG INCLUD,NG SINGL£ OOSES AS LOW 

3. CONCOMITANT ADMINISTRATION OF CLARITH- 
ROMYCIN. ERYTHROMYCIN, OR TR OLEAN- 
DOMYCIN 

4, SIGNIFICANT HEPATIC DYSFUNCTION 
TERFENADINE IS CONTRAINDICATED IN PATIENTS 
TAKING KET0C0NA20LE. ITRACONAZOLE. ERYTH- 
ROMYCIN, CLARITHROMYCIN, OR TROLEANDOMY- 

2fL?5S.i? PATIENTS W»™ SIGNIFICANT HE- 
PATtC DYSFUNCTION. 

DO NOT EXCEED RECOMMENDED DOSE. 

l N c C l°^L C *? ES ' SEVERE AR"HYTHMIAS HAVE 
BEEN PRECEDED BY EPISODES OF SYNCOPE. SYN- 
COPE IN PATIENTS RECEIVING TERFENADINE 
SHOULD LEAD TO DISCONTINUATION OF TREAT- 
MENT AND FULL EVALUATION OF POTENTIAL AR- 
RHYTHMIAS. LAM 
(See CONTRAINDICATIONS. WARNINGS, CLINICAL 
PHARMACOLOGY, AND PRECAUTIONS: DRUG IN- 
TERACTIONS.) 


or 


,nf0mWtK5n "* i b * w ^«^ supptements *nd «io«ouent edition. 


Terfenadine occurs as a white to off-white crystalline pow- 
der. It m freely soluble in chloroform, solubleVi ethanoi. and 
very slightly soluble in water. 

CLINICAL PHARMACOLOGY 

Terfenadine is chemically distinct from other antihista- 
mines. 

Histamine skin wheal studies have shown that SELDANE in 
jangle and repeated doses of 60 mg in 64 subjects has an anti- 
mstamiwc effect beginning at 1-2 hours, reaching its maxi- 
mum at u-A hours, and lasting in excess of 12hours. The cor- 
relation between response on skin wheal testing and clinical 
efficacy is unclear. The four best controlled and largest clini- 
cal trials each lasted 7 days and involved about 1.000 total 
patients in comparisons of SELDANE (60 mg fa.i d.) with an 
active drug (chlonmeniramine. 4 mg t.i.d.; dexchlorphenira- 
S£n? LLd * : ° r demaatine 1 mg b.i.dJ. .About 50-70% of 
btiLDANE or other antihistamine recipients had moderate 
to complete relief of symptoms, compared with 30-50% of 
nTS?* "^P^ 1113 - frequency of drowsiness with SEL- j 
DANE was similar to the frequency with placebo and less 
than with other antihistamines. None of these studies 1 
showed a difference between SELDANE and other antihista- 
mines in the frequency of anticholinergic effects. In studies 
which included 52 subjects in whom EEC assessments were 
made, no depressant effects have been observed 
Animal studies have demonstrated that terfenadine is a his- 
tamine H r receptor antagonist In these animal studies, no 
sedative or anticholinergic effects were observed at effective 
antihjstaminic doses. Radioactive disposition and autoradio- 
graphic studies in rats and radioligand binding studies with 
guinea pig brain H r receptora indicate that, at effective anti- 
histamine doses, aeither terfenadine nor its metabolites 
penetrate the blood brain barrier well. 


DESCRIPTION I 
SELDANE (terfenadine) is available as tablets for oral ad- 
numstration. Each tablet contains 60 mg terfenadine. Tab- 
lets also contain, as inactive ingredients: corn starch, gela- 
On, lactose, magnesium stearate, and sodium bicarbonate 
Terfenadine is a histamine H r receptor antagonist with the 
chemical name a-{441,I-Dimethyietfayl) phenylr^ydroiy- 
mptenylmethyi)-l-piperidinebutanoi <±). The molecular 
weight is 471.68. The molecular formula is C^iNO, 
It has the following chemical structure: 


On the basis of a mass balance study using ,4 C Jabeied — 
fenadine uheorai absorption of terfenadine wasestimatP^ 
be at least 70**. Terfenadine itself undergoes extend ' 
(99%) first pass metabolism to two primary metabolites, 
active arid metabolite and an inactive dealkylated metaht 
lite. Therefore, systemic availability of terfenadine 
under normal conditions, and parent terfenadine is not no? 
maily detectable in plasma at levels > 10 ng/mL. Although 
in rare cases there was measurable plasma terfenadine ir! 
apparently normal individuals without identifiable risk far 
tore, the implications of this finding with respect to the vari 
ability of terfenadine metabolism in the normal populatio-' 
cannot be assessed without further study. Further studies oi* 
terfenadine metabolism in the general population are pend 
mg. From information gained in the 14 C study it appears that 
approximately forty percent of the total dose is eliminate* 
renaUy (40% as acid metaboUte, 30% dealkyi metabolite 
and 30% minor unidentified metabolites). Sixty percent o- 
the dose is eliminated in the feces (50% as the acid metabo- 
lite 2% unchanged terfenadine, and the remainder as minor 
unidentified metaboUte). Studies investigating the effect of 
hepatic and renal insufficiency on the metabolism and excre- 
tion of terfenadine are incomplete. Preliminary information 
indicates that in cases of hepatic impairment, significant 
concentrations of unchanged terfenadine can be detected 
with the rate of arid metatottte formation being decreased A 
singlejdose study in patients with hepatic impairment re- 
vealed increased parent terfenadine and impaired metabo- 
lism, suggesting that additional drug accumulation mav 
occur after repetitive dosing in such patients. Terfenadine is 
contraindicated for use in patients with significant hepatic 
^c n( ? 0IL ,See CONTRAINDICATIONS and WARN. 
INGS.) In subjects with normal hepatic function, unchanged 
terfenadine plasma concentrations have not been detected 
Elevated levels of parent terfenadine, whether du« to signifl. 
cant hepatic dysfunction, concomitant medications, or over, 
dose, have been associated with QT interval prolongation 
and serious cardiac adverse events. (See CONTRAINDICA- 
HONS and WARNINGS.) In controlled clinical trials in 
otherwise normal patients with rhinitis, small increases in 
QTc interval were observed at doses of SO mg b.i.d. In studies 
at 300 mg b.i.d. a mean increase in QTc of 10% (range -4% 
to -r-30%) (mean increase of 46 msec; was observed. 
Data have been reported demonstrating that compared to 
young subjects, elderly subjects experience a 25% reduction 
in clearance of the arid metaboUte after single-dose oral ad- 
ministration of 120 mg. Further studies are necessary to 
fully characterize pharmacokinetics in the elderly. 
In vitro studies demonstrate that terfenadine is extensively 
j97%) bound to human serum protein while the acid metabo- 
Ute is approximately 70% bound to human serum protein 
Based on data gathered from in vitro models of antihiata- 
mime activity, the arid metaboUte of terfenadine has approx- 
imately 30% of the H t blocking activity of terfenadine. The 
relative contribution of terfenadine and the acid metaboUte 
to the phannacodynamic effects have not been clearly de- 
fined. Since unchanged terfenadine is usually not detected in 
plasma, and active arid metaboUte concentrations are rela- 
tively high, the arid metaboUte may be the entity responsible 
for the majority of efficacy after oral administration of 
terfenadine. 

In a study involving the administration of a single 60 mg 
SELDANE tablet to 24 subjects, mean peak plasma levels of 
the acid metaboUte were 263 ng/mL (range 133-423 ng/mL) 
and occurred approximately 2.5 hours after dosing. Plasma 
concentrations of unchanged terfenadine were not detected. 
The elimination profile of the arid metaboUte was Diphasic 
in nature with an initial mean plasma half-life of 3.5 hours 
foUowed by a mean plasma half-life of 6 hours. Ninety per- 
cent of the plasma level time curve was associated with these 
half- lives. Although the elimination profile is somewhat 
complex, the effective pharmacokinetic half-life can be esti- 
mated at approximately 3.5 hours. However, receptor bind- 
ing and pharmacologic effects, both therapeutic and adverse, 
may persist well beyond that time. 

INDICATIONS AND USAGE 

SELDANE is indicated for the relief of symptoms associated 
with seasonal allergic rhinitis such as sneezing, rhinorrhea. 
pruritus, and lacrimation. 

Clinical studies conducted to date have not demonstrated 
effectiveness of terfenadine in the common cold. 
CONTRAINDICATIONS 

CONCOMITANT ADMINISTRATION OF TERFENADINE 
WITH KETTOCONAZOLE (NIZORAL) OR ITRACONAZOLE 
(SPORANOX) IS CONTRAINDICATED. TERFENADINE 
IS ALSO CONTRAINDICATED IN PATIENTS WITH DIS- 
EASE STATES OR OTHER CONCOMITANT MEDICA- 
TIONS KNOWN TO IMPAIR ITS METABOLISM. INCLUD- 
£«,^iF ICANT HEPATIC DYSFUNCTION. AND 
CONCURRENT USE OF CLARITHROMYCIN. ERYTHRO- 
^^^^J^^ mCW - W PROLONGATION 
HAS BEEN DEMONSTRATED IN SOME PATIENTS TAK- 
ING TERFENADINE IN THESE SETTINGS. AND RARE 
CASES OF SERIOUS CARDIOVASCULAR EVENTS, IN- 
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CLUDING DEATH, CARDIAC ARREST. AND TORSADES 
DE POINTES, HAVE BEEN REPORTED IN THESE PA- 
TIENT POPULATIONS. (See WARNINGS and PRECAU- 
TIONS: Drug Interactions.) 

SELDANE is contraindicated in patients with a known 
hypersensitivity to terfenadine or any of its ingredients. 

WARNINGS 

Terfenadine undergoes extensive metabolism in the liver by 
a specific cytochrome P-450 isoenzyme. This metabolic path- 
way may be impaired in patients with hepatic dysfunction 
(alcoholic cirrhosis, hepatitis) or who are taking drugs such 
as ketoconazole, itraconazole, or clarithromycin, erythromy- 
cin, or troleandomycin (macrolide antibiotics), or other po- 
tent inhibitors of this isoenzyme. Interference with this me- 
tabolism can lead to elevated terfenadine plasma levels asso- 
ciated with QT prolongation and increased risk of ventricu- 
lar tachyarrhythmias (such as torsades de pointes, ventricu- 
lar tachycardia, and ventricular fibrillation) at the recom- 
mended dose. SELDANE is contraindicated for use by 
patients with these conditions (see WARNING BOX, 
.CONTRAINDICATIONS, ■ and PRECAUTIONS: Drug 
interactions). 

Other patients who may be at risk for these adverse cardio- 
vascular events include patients who may experience new or 
increased QT prolongation while receiving certain drugs or 
having conditions which lead to QT prolongation. These in- 
clude patients taking certain antiarrhythmics, bepridil, cer- 
tain psychotropics, probucol, or astemizole; patients with 
electrolyte abnormalities such as hypokalemia or hypomag- 
nesemia, or taking diuretics with potential for inducing elec- 
trolyte abnormalities; and patients with congenital QT syn- 
drome. SELDANE is not recommended for use by patients 
with these conditions. 

The relationship of underlying cardiac disease to the 
development of ventricular tachyarrhythmias while on 
SELDANE therapy is unclear, nonetheless, SELDANE 
should also be used with caution in these patients. 

PRECAUTIONS 

Information for Patients 

Pitients taking SELDANE should receive the following in- 
formation and instructions. Antihistamines are prescribed 
to reduce allergic symptoms. Patients should be advised to 
take SELDANE onlv as needed and NOT TO EXCEED THE 
PRESCRIBED DOSE. Patients should be questioned about 
use of any other prescription or over-the-counter medication, 
and should be cautioned regarding the potential for life- 
threatening arrhythmias with concurrent use of ketocona- 
zole. itmconazoie, clarithromycin, erythromycin, or trolean- 
domycin. Patients shouic be advised to con--":i: the physician 
before concurrent use of other medications *«t:h terfenadine. 
Patients should be questioned about pregnancy or lactation 
before starting SELDANE therapy, since the drug should be 
used in pregnancy or lactation only if the potential benefit 
justifies the potential risk to fetus or baby. Patients should 
also be instructed to store this medication in a tightly closed 
container in a cool, dry place, away from heat or direct 
sunlight, and away from children. 
iVug Interactions 
fcvtoconazole 

.^Spontaneous adverse reaction reports of patients taking 
'^concomitant ketoconazole with recommended doses of ter- 
%nadine demonstrate QT interval prolongation and rare 
serious cardiac events, e.g. death, cardiac arrest, and ventric- 
ular arrhythmia including torsades de pointes. Pharmacoki- 
netic data indicate that ketoconazole markedly inhibits the 
metabolism of terfenadine. resulting in elevated plasma 
terfenadine levels. Presence of unchanged terfenadine is 
associated with statistically significant prolongation of the 
QT and QTc intervals. Concomitant administration of 
ketoconazole and terfenadine is contraindicated (see 
CONTRAINDICATIONS. WARNINGS, and ADVERSE 
REACTIONS). 
Itraconazole 

Torsades de pointes and elevated parent terfenadine levels 
a&ve been reported during concomitant use of terfenadine 
**>d itraconazole in clinical trials of itraconazole and from 
foreign post-marketing sources. One death has also been 
^Ported from foreign post-marketing sources. Concomitant 
in titration of itraconazole and terfenadine is contraindi- 
cated (see CONTRAINDICATIONS, WARNINGS and 
ADVERSE REACTIONS). 

Due to the chemical similarity of other azole-type antifungal 
a & e nts (including fluconazole, metronidazole, and micona- 
Jj>le) to ketoconazole and itraconazole, concomitant use of 
the se products with terfenadine is not recommended 
Pending full examination of potential interactions. 
Macrolide* 

Clinical drug interaction studies indicate that erythromycin 
an Q clarithromycin c:in exert an effect on terienadintr me- 
^ootisrr. by a mechanism which may be similar to that of 
'*■ ;?r '>-en;!j , J -;.- l s. du' u- it-Setr f-xieni. Although f.^'inrprny-in 

■•■yUiC..,,,:^ j^. ;nilutTH t- jr. t*-r:*.-riju<nf pLi.^ma ikvm^ t ? ?tti: 


ADVERSE EVENTS REPORTED IN CLINICAL TRIALS 


Percent of Patients Reporting 


Controlled Studies* 


All Clinical Studies'* 



SELDANE 

Placebo 

Control 

SELDANE 

Placebo 

Adverse Event 

d = 781 

n = 665 

n = 626— 

n = 2462 

n = 1478 

Central Nervous System 





Drowsiness 

9.0 

8.1 

18.1 

8.5 

8.2 

Headache 

6.3 

7.4 

3.8 

15.8 

11.2 

Fatigue 

23 

0.9 

5.8 

4.5 

3.0 

Dizziness 

1.4 

1.1 

1.0 

1.5 

1.2 

Nervousness 

0.9 

0.2 

0.6 

1.7 

1.0 

Weakness 

0.9 

0.6 

0.2 

0.6 

0.6 

Appetite Increase 

0.6 

0.0 

0.0 

0.5 

0.0 

Gastrointestinal System 






Gastrointestinal 






Distress (Abdominal distress, Nausea, 






Vomiting, Change in bowel habits) 

4.6 

3.0 

2.7 

7.6 

5.4 

Eye. Ear, Nose, and Throat 






Dry Mouth/Nose/Throat 

2.3 

1.8 

3.5 

4.8 

3.1 

Cough 

0.9 

0.2 

0.5 

2.5 

1.7 

Sore Throat 

0.5 

0.3 

0.5 

3.2 

1.6 

EpistaziB 

0.0 

0.8 

0.2 

0.7 

0.4 

Skm 






Eruption (including rash and 






urticaria) or itching 

1.0 

1.7 

1.4 

1.6 

10 ' t 


* Duration of treatment in "CONTROLLED STUDIES" was usually 7-14 days. 

" Duration V treatment in "ALL CLINICAL STUDIES" was up to 6 months. - ^- - \ 

'■• CONTROLLED DRUGS: Chlorpheniramine (291 patients), d-Chlorpheniramine (189 patients). Clemastine (146 
patients) 


val prolongation with ventricular arrhythmia, including 
torsades de pointes, have been reported in patients receiving 
erythromycin or troleandomycin. 

Concomitant administration of terfenadine with clarithro- 
mycin, erythromycin, or troieandomvcin is contraindicated 

isee CONTRAINDICATIONS, WARNINGS, and ADVERSE 
REACTIONS). Pending full characterization of potential 
interactions, concomitant administration of terfenadine 
with other macrolide antibiotics, including azithromycin, is 
not recommended. Studies to evaluate the potential interac- 
tion of terfenadine with azithromycin are in progress. 
Carcinogenesis, Mutagenesis, Impairment of Fertility 
Oral doses of terfenadine, corresponding to 63 times the 
recommended human daily dose, in mice for 18 months or in 
rats for 24 months, revealed no evidence of tumor igenicity. 
Microbial and micronucieus test assays with tenendine have 
revealed no evidence of mutagenesis. 
Reproduction and fertility studies in rats showed no effects 
on male or female fertility at oral doses of up to 21 times the 
human daily dose. At 63 times the human daily dose there 
was a small but significant reduction in implants and at 125 
times the human daily dose reduced implants and increased 
post-implantation losses were observed, which were judged 
to be secondary to maternal toxicity. 
Pregnancy Category C 

There was no evidence of animal teratogenicity. Reproduc- 
tion studies have been performed in rats at doses 63 times 
and 125 times the human daily dose and have revealed de- 
creased pup weight gain and survival when terfenadine was 
administered throughout pregnancy and lactation. There 
are no adequate and well-controlled studies in pregnant 
women. SELDANE should be used during pregnancy only if 
the potential benefit justifies the potential risk to the fetus. 
Nonteratogenic Effects 

SELDANE is not recommended for nursing women. The 
drug has caused decreased pup weight gain and survival in 
rats given doses 63 times and 125 times the human daily dose 
throughout pregnancy and lactation. Effects on pups ex- 
posed to SELDANE only during lactation are not known, and 
there are no adequate and well-controlled studies in women 
during lactation. 
Pediatric Use 

Safety and effectiveness of SELDANE in pediatric patients 
below the age of 12 years have not been established. 

ADVERSE REACTIONS 

Cardiovascular Adverse Events 

Rare reports of severe cardiovascular adverse effects have 
been received which include ventricular tachyarrhythmias 
(torsades de pointes, ventricular tachycardia, ventricular 
fibrillation, and cardiac arrest), hypotension, palpitations, 
syncope, and dizziness. Rare reports of deaths resulting from 
ventricular tachyarrhythmias have been received tsee CON- 
TRAINDICATIONS, WARNINGS, and PRECAUTIONS: 
Drug Interactions). Hypotension, palpitations, syncope, and 
dizziness could reflect undetected ventricular arrhythmia. 
IN SOME PATIENTS. DEATH. CARDIAC ARREST. OR 
TORSADES DE POINTES HAVE BEEN PRECEDED BY 
EHSOPr.5 OF SYNYOPE WARNING BOX. - Rare re- 
ports o! -~*rhuis ai. r du*viiA'uii»r auvnrst -vents have been 
T'.-:e'v— : iivim.» '^T pr'**i'iit;uit!*n <md torsndt* de 


pointes, in apparently normal individuals without identifi- 
able risk factors; there is not conclusive evidence of a causal 
relationship of these events with terfenadine. Although in 
rare cases there was measurable plasma terfenadine, the 
implications of this finding with respect to the variability of 
terfenadine metabolism in the normal population cannot be 
assessed without further study. In controlled clinical trials 
in otherwise normal patients with rhinitis, small increases 
in QTc interval were observed at doses of 60 mg b.Ld. In stud- 
ies at 300 mg b.Ld. a mean increase in QTc of 10% (range 
-4% to +30%) (mean increase of 46 msec* was observed. 
General Adverse Events 

Experience from clinical studies, including both controlled 
and uncontrolled studies involving more than 2.400 patients 
who received SELDANE. provides information on adverse 
experience incidence for periods of a few days up to aix 
months. The usual dose in these studies was 60 mg twice 
daily, but in a small number of patients, the dose was as low 
as 20 mg twice a day, or as high as 600 mg daily. 
In controlled clinical studies using the recommended dose of 
60 mg b.i.d., the incidence of reported adverse effects in pa- 
tients receiving SELDANE was similar to that reported in 
patients receiving placebo. 
[See table above.] 

In addition to the more frequent side effects reported in clini- 
cal trials (See Table), adverse effects have been reported at a 
lower incidence in clinical trials and/or spontaneously dur- 
ing marketing of SELDANE that warrant listing as possibly 
associated with drug administration. These include: alopecia 
(hair loss or thinning), anaphylaxis, angi oedema, broncho- 
spasm, confusion, depression, galactorrhea, insomnia, men- 
strual disorders (including dysmenorrhea), musculoskeletal 
symptoms, nightmares, paresthesia, photosensitivity, rapid 
flare of psoriasis, seizures, sinus tachycardia, sweating, 
thrombocytopenia, tremor, urinary frequency, and visual 
disturbances. 

In clinical trials, several instances of mild, or in one case, 
moderate transaminase elevations were seen in patients 
receiving SELDANE. Mild elevations were also seen in pla- 
cebo treated patients. Marketing experiences include iso- 
lated reports of jaundice, cholestatic hepatitis, and hepatitis. 
In most cases available information is incomplete. 

OVERDOSAGE 

Signs and symptoms of overdosage may be absent or mild 
(e.g. headache, nausea, confusion); but adverse cardiac 
events including cardiac arrest, ventricular arrhythmias 
including torsades de pointes and QT prolongation have been 
reported at overdoses of 360 mg or more and occur more fre- 
quently at doses in excess of 600 rag, and QTc prolongations 
of up to 30% have been observed at a dose of 300 mg b.Ld. 
Seizures and syncope have also been reported. USE OF 
DOSES IN EXCESS OF 60 MG B.LD. IS NOT RECOM- 
MENDED. (See WARNING BOX. CLINICAL PHARMA- 
COLOGY, and ADVERSE REACTIONS.) 
In overdose cases, where ventricular arrhythmias are associ- 
ated with significant QTc prolongation, treatment with 
antiarrhythmics known to prolong QTc intervals is not 
recommended 

Continued on next page 
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Therefore, in cases of overdosage, cardiac monitoring for at 
least 24 hours is recommended and for as long as QTc is pro- 
longed, aiong with standard measures to remove any unab- 
sorbed drug. Limited experience with the use of hemoperfu- 
sion (n = 1 ) or hemodialysis <n = 3) was not successful in com- 
pletely removing the acid metabolite of terfenadine from the 
blood. 

Treatment of the signs and symptoms of overdosage should 
be symptomatic and supportive after the acute stage. 
Oral LD W values for terfenadine were greater than 5000 mg/ 
kg in mature mice and rata. The oral LD W was 438 mg/kg in 
newborn rats. 

DOSAGE AND ADMINISTRATION 

One tablet (60 mg) twice daily for adults and children 
12 years and older. 

USE OF DOSES IN EXCESS OF 60 MG B.I.D. IS NOT 
RECOMMENDED BECAUSE OF THE INCREASED PO- 
TENTIAL FOR QT INTERVAL PROLONGATION AND 
ADVERSE CARDIAC EVENTS. (See WARNING BOX) 
USE OF TERFENADINE IN PATIENTS WITH SIGNIFI- 
CANT HEPATIC DYSFUNCTION AND EN PATIENTS 
TAKING KETOCONAZOLE, ITRACONAZOLE. CLARITH- 
ROMYCIN, ERYTHROMYCIN, OR TROLEANDOMYCIN 
IS CONTRAJNDICATED. (See CONTRAINDICATIONS. 
WARNINGS, and PRECAUTIONS: Drug Interactions.) 
HOW SUPPLIED 
SDC 0068^)723-61 
60 mg tablets in bottles of 100. 
NDC 0068-0723-65 
60 mg tablets in bottles of 500. 

Tablets are round, white, and debossed "SELDANE" Store 
tablets at controlled room temperature (59-86D (15-30*0. 
Protect from exposure to temperatures above LOTF (4CO 
and moisture. 

Prescribing information as of January 1995 

Merrell Dow Pharmaceuticals Inc. 

Subsidiary of Marion Merrell Dow Inc. 

Kansas City, MO 64114 

U.S. Patents 3,878.217; 4.254,129. 

Other patent aopiicattons pending. 

PATIENT INFORMATION 

SELOANEi' 

Generic name 

terfenadine (ter-FEN-a-deen) 

SO mg Tablets 

This leaflet is a summary of important information about 
SELDANE. Be sure to ask your doctor if you have any ques- 
tions or want to know more. 
What is SELOANE and What is It Used For? 
SELDANE is an antihistamine. It is used to relieve symp- 
toms of seasonal ailergies or hay fever. These symptoms 
include runny nose, sneezing, itching of the nose or throat, 
and itchy, watery eyes. 

Clinical studies conducted to date with SELDANE have not 
demonstrated effectiveness in relieving the symptoms of the 
common cold. 
How Oo I Take SELOANE? 

• Take SELDANE only as needed when you have symptoms ' 
of seasonal allergy or hay fever. 

• The recommended dose of SELDANE is one tablet taken 

• twice a day. 00 NOT TAKE MORE OFTEN THAN ONE 
TABLET EVERY TWELVE HOURS 

• F ollow any other instructions your doctor gives you. 
What Are The Important Warnings About Using SELOANE? 
WARNING: OO NOT USE SELDANE IF YOU ARE USING 
KETOCONAZOLE (NIZORAL). ITRACONAZOLE (SPORA- 
NOXl ERYTHROMYCIN. CLARITHROMYCIN {BIAXINL OR 
TROLEANDOMYCIN {TAOJ. IF YOU HAVE ANY LIVER OR 
HEART PROBLEMS. TALK TO YOUR DOCTOR BEFORE 
YOU USE SELDANE 

Do not use SELDANE with any other prescription or nonpre- 
scription medicines without first talking to your doctor and 
pharmacist. 

tf you faint, become dizzy, have any unusual heartbeats, or 
any other unusual symptoms while using SELDANE, con- 
tact your doctor. 

If you become pregnant or are nursing a baby, talk to your 
doctor about whether you should take SELDANE. Your 
doctor will decide whether you should take SELDANE 
based on the benefits and the risks. 
What Are the Risks of Using SELOANE? 
The side effects which occur most often are headaches and 
mild stomach or intestinal problems. 
In rare cases, SELDANE has caused IRREGULAR HEART. 
SEATS which may cause serious problems tike fainting, 
dizziness, cardiac arrest, or death. In these rare cases, this 
occurred when SELDANE was taken: 

• in more than the recommended dose (remember, do not 
take more often than one tablet every twelve hours.); 

• with the antifungal drugs ketoconazoie (Nizoral) or 
itraconazole (Sporanox); 


* *nth the antibiotic dru^s erythromycin, cmrunnjmycm t 
(Biaxin). or troieandoniycn iTAOr i 

• by patients wtih serious liver disease. ! 
How Oo I Store SELOANE? ! 
SELDANE should be stored in a tightly closed container, in a 
cool place, out of direct sunlight. It should be kept away from 
children. 

Patient Information as of January 1995 

Shown in Product Identification Guide, page 322 
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SELDANE-D® 

[se-l'ddndee] 

(terfenadine and pseudoephedrine hydrochloride) 
Extended-Release Tablets 
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WARNING BOX 
QT INTERVAL PROLONGATION/VENTRICULAR 
ARRHYTHMIA 
RARE CASES OF SERIOUS CARDIOVASCULAR AO* 
VERSE EVENTS. INCLUDING OEATH, CARDIAC AR- 
REST. TORSADES OE POINTES. AND OTHER VEN- 
TRICULAR ARRHYTHMIAS. HAVE BEEN OBSERVED 
IN THE FOLLOWING CLINICAL SETTINGS, FRE- 
QUENTLY IN ASSOCIATION WITH INCREASED TER- 
FENADINE LEVELS WHICH LEAD TO ELECTROCAR- 
DIOGRAPHIC QT PROLONGATION: 

1. CONCOMITANT ADMINISTRATION OF KETO- 
CONAZOLE (NIZORAL) OR ITRACONAZOLE 
{SPORANOXJ 

2. OVERDOSE, INCLUOING SINGLE TERFENADINE 
DOSES AS LOW AS 360 MG 

3. CONCOMITANT ADMINISTRATION OF CLARITH- 
ROMYCIN. ERYTHROMYCIN. OR TROLEAN- 
DOMYCIN 

4. SIGNIFICANT HEPATIC DYSFUNCTION 
TERFENADINE IS CONTRA INDICATED IN PATIENTS 
TAKING KETOCONAZOLE ITRACONAZOLE. ERYTH- 
ROMYCIN. CLARITHROMYCIN. OR TROLEANDOMY- 
CIN, AND IN PATIENTS WITH SIGNIFICANT HE- 
PATIC DYSFUNCTION. 

00 NOT EXCEED RECOMMENDED OOSE. 
IN SOME CASES. SEVERE ARRHYTHMIAS HAVE 
BEEN PRECEDED BY EPISODES OF SYNCOPE. SYN- 
COPE IN PATIENTS RECEIVING TERFENADINE 
SHOULD LEAD TO OISCONTINUATION OF TREAT- 
MENT AND FULL EVALUATION OF POTENTIAL AR- 
RHYTHMIAS. 

(See CONTRAINDICATIONS, WARNINGS. CLINICAL 
PHARMACOLOGY. AND PRECAUTIONS: DRUG IN- 
TERACTIONS.) 


DESCRIPTION 

SELDANE-D (terfenadine and pseudoephedrine hydrochlo- 
ride) Extended-Release Tablets are available for oral admin- 
istration. 

Each tablet contains 60 mg terfenadine and 10 mg of pseudo- 
ephedrine hydrochloride in an outer press-coat for immedi- 
ate release and 110 mg pseudoephedrine hydrochloride in an 
extended-release core. Tablets also contain, as inactive ingre- 
dients: colloidal silicon dioxide, ethylcellulose, glycerin, hy- 
droxypropyl cellulose, hydroxypropyl methyicellulose 2208, 
hydroxypropyl methylceilulose 2910, lactose, magnesium 
stearate, macrocrystalline cellulose, polysorbate 80. precipi- 
tated calcium carbonate, pregelatinized corn starch, sodium 
lauryi sulfate, sodium starch giycolate, talc, titanium 
dioxide, and zinc stearate. 

Terfenadine is a histamine H r receptor antagonist with the 
chemical name a-{44 l,l-Dimethyiethyl)phenyIH-(hydroxy- 
diphenylmethyl)-l-piperidinebutanol(±). It has the follow- 
ing chemical structure: 

CT ^ 

The molecular weight is 471.68. The molecular formula is 
C32H41NO2. 

Terfenadine occurs as a white to off-white crystalline pow- 
der. It is freely soluble in chloroform, soluble in ethanol, and 
very slightly soluble in water. 

Pseudoephedrine hydrochloride is an adrenergic (vasocon- 
strictor) agent with the chemical name (S(R a Jt a )^a-[l-(me- 
thylaminotethylj-benzenemethanol hydrochloride. It has 
the following chemical structure: 
(See chemical structure at top of next column.] 
The molecular weight is 201.70: The molecular formula is 
C^oHijNO -HQ. 


i Pseudoephedrine hydrochloride occurs as fine, white to off- 
white crystals or powder, having a faint characteristic odor 
It is very soluble in water, freely soluble in akohol, and 
sparingly soluble in chloroform. 

CLINICAL PHARMACOLOGY 

Terfenadine, a histamine Hrreceptor antagonist, is < 
cally distinct from other antihistamines. 
Histamine skin wheal studies have shown that terfen 
in single and repeated doses of 60 mg in 64 subjects I _ 
antihistamine effect beginning at 1-2 hours, reaching-^ 
maximum at 3-4 hours, and lasting in excess of 12 hours. The 
correlation between response on skin wheal testing and 
clinical efficacy is unclear. 

The four best controlled and largest clinical trials of Seldane 
each lasted 7 days and involved about 1.000 total patients in 
comparisons of Seldane (60 mg b.i.d.) with an active drug 
(chlorpheniramine, 4 mg U.d.; dexchlorpheniramine, 2 mg 
Ltd.; or clemastine 1 mg b.i.d.). About 50-70% of Seldane or 
other antihistamine recipients had moderate to complete 
relief of symptoms, compared with 30-^50% of placebo recipi- 
ents. The frequency of drowsiness with Seldane was similar 
to the frequency with placebo and less than with other an- 
tihistamines. In studies which included 52 subjects in whom 
EEG assessments were made, no depressant effects have 
been observed. SELDANE-D has not been studied for effec- 
tiveness in relieving the symptoms of the common cold. 
Animal studies have demonstrated that terfenadine is a his- 
tamine H r receptor antagonist. In these animal studies, no 
sedative or anticholinergic effects were observed at effective 
antihistamine doses. Radioactive disposition and autoradio- 
graphic studies in rats and radioligand binding studies with 
guinea pig brain H preceptors indicate that, at effective anti- 
histamine doses, neither terfenadine nor its metabolites 
penetrate the blood brain barrier well. 
On the basis of a mass balance study using l4 C labeled ter- 
fenadine the oral absorption of terfenadine was estimated to 
be at least 70%. Terfenadine itself undergoes extensive 
(99%) first pass ~e'_;ibolism to two primary metabolites, an 
active acid xetaboiiEe and an inactive dealkylated metabo- 
lite. Therefore, sys^mic availability of terfenadine is low 
under normal conditions, and parent terfenadine is not nor- 
mally detectable in plasma at levels > 10 ng/mL. Although 
in rare cases there was measurable plasma terfenadine in 
apparently normal individuals without identifiable risk fac- 
tors, the implications of this finding with respect to the vari- 
ability of terfenadine metabolism in the normal population 
cannot be assessed without further study, further studies of 
terfenadine metabolism in the general population are pend- 
ing. From information gained in the 14 C study it appears that 
approximately forty percent of the total dose is Alimin«tod 
renally (40% as acid metabolite, 30% deaikyl metabolite, 
and 30% minor unidentified metabolites). Sixty percent of 
the dose is eliminated in the feces (50% as the acid metabo- 
lite, 2% unchanged terfenadine, and the remainder as minor . 
unidentified metabolites). Studies investigating the effect of ' 
hepatic and renal insufficiency on the metabolism and excre- 
tion of terfenadine are incomplete. P rel iminary information 
indicates that in cases of hepatic impairment, significant 
concentrations of unchanged terfenadine can be detected 
with the rate of acid metabolite formation being decreased. A 
single-dose study in patients with hepatic impairment re- 
vealed increased parent terfenadine and impaired metabo- 
lism, suggesting that additional drug accumulation may 
occur after repetitive dosing in such patients. Terfenadine is 
cont rain dica ted for use in patients with significant hepatic 
dysfunction. (See CONTRAINDICATIONS and WARN- 
INGS.) In subjects with normal hepatic function, unchanged 
terfenadine plasma concentrations have not been detected. 
Elevated levels of parent terfenadine. whether due to signifi- 
cant hepatic dysfunction, concomitant medications, or over- 
dose, have been associated with QT interval prolongation . 
and serious cardiac adverse events. (See CONTRAINDICA- 
TIONS and WARNINGS.) In controlled clinical trials in 
otherwise normal patients with rhinitis, small increases in 
QTc interval were observed at doses of 60 mg b.i.d. In studies 
at 300 mg b.i-d. a mean increase in QTc of 10% (range —4% 
to +30%) (mean increase of 46 msec) was observed. 
Data have been reported demonstrating that compared to 
young subjects, elderly subjects experience a 25% reduction 
in clearance of the acid metabolite after single-dose oral ad- 
ministration of 120 mg. Further studies are necessary to 
fully characterize pharmacokinetics in the elderly. 
In vitro studies demonstrate that terfenadine is extensively 
(97%) bound to human serum protein while the acid metabo- 
lite is approximately 70% bound to human serum protein. 
Based on data gathered from in vitro models of antihista- 
minic activity, the acid metabolite of terfenadine has approx- 
imately 30% of the ^-blocking activity of terfenadine. The 
relative contribution of terfenadine and the acid metabolite 
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May 17, 1996 


Dockets Management Branch 
Food and Drug Admiziistratioa 
Room 1-23 
12420 Parklawn Drive 
Rockville, MD 20857 

Re: CMrm Petition - EKpihiKiy Of ?«mfe^tn p For Five. Year Excfririvfty 
Dear Sir or Madam: 

We respectfully submit this petition under 21 U.S.C. § 355 and 21 C.FJL $ 10.30, to request 
the Commissioner to declare that the approval of a new drag application (NDa) &r the active 
metabolite of a previously approved active ingredient is aot entitled so 5 year exclusivity under 
21 U.S.C. 355(cX3XDXH) and (DPXPXfiX and to refrain ftom granting such exclusivity to any 
NDA approved for fexofenadine (otherwise known as terfenadtnc acid metabolite and hereinafter 
referred to as TAM). 


A. ACTION REQUESTED 
We request that the Commissioner take the following actions: 
(I) Declare that; 


(a) Five year exclusivity under 21 U.S.C. §§ 355<cX3)(DXii) and GXWXii) is 
available only to new therapeutic moieties; 

(b) Therapeutic moieties arc molecular components that arc responsible for the drug 
effect; and 


05 


(c) Metabolites of previously approved drags are aot entitled to 5 year exclusivity 
unless they are demonstrated to contain new therapeutic moieties. 
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(2) Publish a amice in the Federal Register staring this policy and declaring that 
the agency wiU follow this policy in *U exclusivity determinations; 

(3) Declare that TAM does nor contain a new therapeutic moiety entitled to five- 
year exclusivity; and 

(4) ReJEram from granting five-year exclusivity to any NDA approved for TAM. 

& STATEMENT OF GROUNDS 
U THE THERAPEUTIC MOIETY IN TAM IS NOT NEW 1 

TAM (Formula 1 below) is a derivative of Terfenadine (Formula n below). 


Formula l 



formula 3 


1 The scientific s&oess&tsss In this petition are based on our understanding and belief. 
We wjJl supplement this petition in the near future with a declaration from an expert scientist to 
support these statements. 
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The TAM molecule is identical to the terfenadine .molecule but for the presence in TAM of two 
oxygen atoms in place of two hydrogen atoms of terfenadins (see die starred carbon arom. shown at 
the fiat right in Formulas 1 and II). Of the 84 atoma in tcrfexadbe and TAM, only these two arc 
different, white the other 32 arc identical. 

The substitution of oxygen in TAM for hydrogen of terfenadine is not responsible for, and 
has no known or likely effect on, the antihistanrinic activity of TAM. Indeed, both active ingredients 
are effective antihistamines, with similar time to peak antihistamine effect and duration of action. 
Moreover, their receptor selectivity and receptor specificity are the same; both axe H } -selective 
antagonists, both are free of muscarinic effects, neither is a bc& agonist or beta antagonist, and both 
are non-anticbolinergic It is also significant that neither TAM nor terfenadine passes the blood- 
brain barrier and thus, both are characterized as non-sedating antihistamines. 

The similarity in effectiveness between TAM and terfenadine is explained by the fact that 
terfenadine Is said to undergo extensive (99%) and rapid first pass metabolism to form TAM and an 
inactive metabolite. See Seldane® package insert (Attachment A). Systemic availability of 
terfenadine is low, it is not normally detectable in plasma. As a result, in the labeling for 
terfenadine, the pharmacology of terfenadine is described by reference to TAM rather than by 
reference to tsrtenadine itself! £ge ajbjg FDA guidance document "Terfenadine Tablets In Vivo 
Bioequivalence and hi Vitro Dissolution," dated June 12, 1992 (Attachment B). It is TAM 
pharmacokinetics, and not those of terfenadine, that are central to the determination of the proper 
dosing regimen of Seldane®. Given this, the rapid conversion and lack of systemic availability of 
terfenadine, and the related fact that TAM is the marker for determination of plasma levels of drug 
in connection with Seldanc® administration, it is clear that the active moiety in Sddanc® and TAM 
is the same. It would defy reason to consider TAM to be new after it has been intentionally dosed 
to Sddaae<8> patients for many years. 

The ovtr*tekning structural and functional similarities between terfenadine and TAM make 
it clear that the antihistamine activity of TAM is embodied in the same therapeutic moiety that is 
present in terfenadine. Just as clearly, this therapeutic moiety does not involve the starred carbon 
atom in Formulae I and II; rather, the antihistamine activity of TAM resides in the 82 atoms that are 
common to terfenadine and TAM. 

Thus, while TAM and terfenadine are different molecules, the difference is alight and ceases 
to exist as tcrfeu^dine is metabolized into TAM- The fiter of the NDA for TAM has simply replaced 
one approved active ingredient with a closely related molecular derivative having the same 
therapeutic moiety and same effect at the site of drug action. While TAM, as a new active 
ingredient may be entitled to three-year exclusivity if it represents a therapeutic gain and is 
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supported by new clinical studies, it is not a molecular innovation giving rise to five-year 
exclusivity* 

2. FIVE- YEAR EXCLUSIVITY CAN BE AWARDED ONLY TO 
THERAPEUTIC MOIETIES THAT ARE ENTIRELY NEW 

As die agency has stated its regulations and in numerous policy statements, ftvoyear 
exclusivity is not available for every new active ingredient The legislative history of the exclusivity 
provisions of the Federal Food, Dmg, and Cosmetic Act ("the Act") make clear that five-year 
exclusivity is available only to new active ingredients that contain an "entirely new active moiety." 
54 Fed. Reg. 28871 1 23897^8 (1989). A moiety is a molecular corapooeni? and a given moiety 
may form pan of many molecules. FDA uses the terms "active moiety* and c therapeutic moiety" 
interchangeably and has long defined the therapeutic moiety as the molecular structure "that 
actually achieves the intended effect in the diagnosis, cure, mitigation, treatmenr, or prevention 
of a disease or in affecting the structure or fiinction of the human body." 49 Fed. Reg, 2932, 
2937 (1980) . FDA distinguishes therapeutic moieties from active ingredients « follows ; 

[T]he same therapeutic moiety may appear in slightly different 
chemical forms, e.g., as different salts or esters of the some 
molecule. To distinguish these separate forms, the term * active 
drug ingredienr* is used; each salt or ester of a therapeutic a gem is 
a unique active drug ingredient. 

Ik at 2937-38. 

FDA's distinction between therapeutic moieties and active ingredients forms the basis for 
its interpretation of the applicability of five-year exclusivity. This interpretation is based on the 
wording of the stature as well as on the clear expression of congressional intent found in the 
legislative history. The Statute provides five-year exclusivity for drugs that contain no previously 
approved "active ingredient (including any ester or salt of the active ingredient). n 21 tLS.C 
§§ 355(cX3)(D)aO aiai.0(4)CD)(a). Although this wording is somewhat ambiguous, It indicates 
clearly that five-year exclusivity is not intmded for every new active ingredient. FDA's interprets 
the wording to require a determination of whether the active ingredient contains a therapeutic moiety 


* A moiety is a portion of a molecule. Dorland's IHiistiaied Medical Dictionary 26ched 
(1983), p, 831. 
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that has not been previously approved. The agency explained this interpretation when it originally 
proposed hs regulations governing exclusivity; 

FDA bases this interpretation on the statutory language and on the 
definition of a a ncw molecular entity" or "Type F drug in FDA's 
IND/ND A classification scheme (which is used to classify new drugs 
by chemical type and therapeutic significance), which was in effect 
at the time the 1984 Amendments were under consideration in 
Congress. FDA's longstanding interpretation of the term "new 
molecular entity'' is that it is a compound containing an entirely new 
active moiety, 

54 Fed. Reg. at 28897-98. The agency further notes that this interpretation is required because 
"Congress ... did not intend to confer significant periods of exclusivity for minor variations of 
previously approved chemical compounds." Id. at 28898, 

The legislative history amply supports this interpretation. Five-year exclusivity is described 
in numerous instances as being intended for "new oh«mical entities 1 * See, e.g. . 130 Cong, Rec. 
2445 (statement of Rep. Waxman, co-sponsor of legislation), 23765 (scatemenc of Scxl Hath, co- 
sponsor of legislation) (1984). Moreover, the House Committee Report describes identical 
statutory language found elsewhere in the 1984 Amendments as referring to 'so-called class V 
drugs. H. R. Rep. No. 98-857 (Part 1), 98th Cocg M 2d Sess. 38 /reprinted in 1984 U.S. Code 
Cong, & Admitt News 2647, 2671. There is no dispute that the statutory references to drugs that 
contain "no previously approved active ingredient (including any ester or salt of the activ» 
ingredient) 71 ate meant to refer to "new molecular entities" or "Type I " drugs as then defined in the 
NDA classification scheme set forth in the Bureau of Drugs Staff Manual Guide 4820.3 (1982) 
(Attachment C). 

The 1982 Staff Manual Guide provided two classifications for drug products that contain new 
active Ingredients. The class of drugs referred to as 'Type r drugs or "new molecular entities" was 
limited to new active ingredients that contain new therapeutic moieties. The second classification 
was denominated "Type 2" or "new gait." Staff Manual Guide 4S20J at 2. This category was not 
limited to salts, however, but rather included any new salt, ester, or derivative. J& See also 
statement of Marion J, Finkel, M.D., Director, Bureau of Drugs, FDA, 302 M.EJ.M. 181 (1980) 
("[Drugs] are rated on the newness of the entity - on whether, for example, they are new molecular 

entities or new salts, esters, or other derivatives of an already marketed product ") (Attachment 

D). Salts and esters are, of course, themselves derivatives. Thus, the classification scheme was 
based essentially on a distinction between derivatives and new molecular entities. Derivatives of 
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previously approved compounds were classified along with new salts, rather than as acw molecular 
entities. 

Consistent w4h Congress' reference to this classification scheme, FDA's regulations limit 
five-year exclusivity to drags with new active moieties, la defining the tmm 'active moiety/ 
however, the agency did not adopt the definition of Type I drugs found in the Staff Manual 
Guide. Rather than excluding "all salts, esters, or derivatives,* as in the definition of new 
molecular entities, the definition in the regulations excludes salts, esters, and "flosesxakni 
derivative* /'* Under this wording, all covaknt derivatives other than esters would be deemed 
new active moieties entitled to five-year exclusivity. 

There is no basis in the statute Of in the legislative history for awarding fiv«*-year 
exclusivity based on die distinction between a covalent and noncovalent bond. The statutory 
exclusivity provisions clearly exclude not only sales, which are noncovalent derivatives, but also 
esters, which are covafem derivatives. Moreover, as noted above, Congress intended flhis 
exclusivity to be available only to Type I drugs as defined by FDA when (he legislation was 
passed. In 1984, the definition of Type I drugs did not distinguish between covalent and 
noncovaient derivatives. 

# Congress clearly did not intend to award this extraordinary marketing monopoly on the 
mere basis of the ability of a company being able to develop a derivative with a covalent rather 


The regulations provide in relevant part; 

Active, mctety means the molecule or ion, excluding those appended 
portions of the molecule thai cause the drug to be an ester, salt 
(including a salt with hydrogen or coordination bonds), or other 
noncovaient derivative (such as a complex, chelate, or clatfarate) of 
the molecule, responsible for the physiological or pharmacological 
action of the drug substance. 


21 C.F.R. 314.108(a). 
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ton noncovateat bond.' In the case of derivatives, exclusivity most be based on the significance 
of the modification oa drug activity rather thanoorae nature of the molecular boat 

It is even less credible to argue that Congress intended to award five-year exclusivity to a 
derivative merely because his a metabolite. The statutory exclusivity provisions clearly exclude 
aads of previously approved esters, many of which are metabolites. 5 Moreover, the exclusion for 
salts, cam, and noncovaieni derivatives derives from the feet that thssc structural changes are not 
intended to and generally do not alter the basic pharmacologic or toxicologic properties of the 
molecule because the same moiety or ion goes to the site of drug action. The same can generally be 
said Ok an active metabolite of a previously approved parent compound. If there is to be a per ss 
rule relative to an active metabolite of a previously approved compound it should be the same as the 
rule that is applied to acids and esters because there is no basis for a presumption mar the structural 
differences between the two are significant enough to warrant five year exclusivity. 

The potential significance of modifications of covalent structure is reflected in the amount 
and land of data required for approval of drugs embodying such modtf cation* Clearly, bxrwvcr, 
themere presence of clinical data does not automatically lead to five year exclusivity. On the 
contrary the statute provides three year exclusivity, and not five year exclusivity, in instances where 


* While the agency explained that nonee-valent derivatives "generally [doj not afifect 
the active moiety of a drug; product," 59 Fed. Reg. 50335, 50358, there is no basis in science fcr 
assuming mat covalent derivatives, as a class, have therapeutic moieties that are diSweat fiotn those 
of their parent compounds. 

3 There is, in the preamble to the proposed regulations, language suggesting (hat 
molecular derivatives are entitled to five year exclusivity if they can be characterized as 
metabolites of previously approved drugs. 54 Fed. Reg. at 28898 (1989) ("A canpoand (other 
than an ester) that requires metabolic conversion to produce an already approved active moiety 
is considered a 'new molecular entity,' however, and will be considered a new chemical entity 
entitled to 5 years of exclusivity."). However, mere is no basis in the statute, its legislative 
history, or in science for awarding exclusivity based solely on a deternnnarion mat the new active 
mgredient is a metabolite of a previously approved active ingredient, or vice versa. The 
«Iationship between the texfenadine and its active metabolite TAM is the same as the rclafaonship 
between an ester and an acid. Both the terfenadine and the ester are vehicles tor delivering other 
active ingredients, TAM and the acid, respectively. This reasoning that precludes exclusivity in 
the case of the ester/acid relationship likewise precludes exclusivity for TAM. Moreover, as in me 
case of TAM. the metabolite ts the active agent of the parent compound. 
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ffi g oifica n t clinical studies ate required in support of an innovative change in a drug. It may be that 
the TAM NDA contains reports of new clinical investigations essential to the approval of TAM. [f 
so, three yw^Iusiv^ ft is clear, however, that 

the modifications embodied in the TAM oovaicnt stricture are so sligiit as to allow extensive 
raliance by the TAM applicanr on its existing texfenadine data. Clearly th© approval of TAM does 
not require the amount and type of safety and effectiveness data required for a new active moiety. 
Therefore, five year exclusivity is simply not in order. 

It should be noted that the Drug Price Competition and Potest Term Restoration Act of 1 984 
was intended in part to provide periods of exclusivity a* a reward for innovator drug companies for 
the time and expense incurred in undertaking to gain marketing authorization jfirom FDA. In 
connection with TAM. however, the NDA applicant has already availed itself of an advantage in 
terms of time and expense by reference to its own NDa for a related compound It would be at odds 
with legislative intent for FDA to grant the further advantage of five years exclusivity in a situation 
where the NDA applicant has not been required to undertake the full range of studies r^uircd for 
a bona fide new chemical entity. 

The agency's decision to grant five-year exclusivity to all covaient derivatives as a class is 
also at odds with judicial construction of the exclusivity provisions of th© Act In eases involving 
exclusivity for flew molecular entities, the courts have narrowly interpreted the scope of exclusivity 
because, In the words of the United States Court of Appeals for the District of Columbia Circuit, 
"[t]he purpose of [the 1984 Amendments] was to increase competition in the drug industry by 
facilitating the approval of generic copies of drugs, " Mead Johnson ^ntt^rt^i Cirmr y 
ScHffl, 83S F.3d 1332, 1333 (D,C Or. 1988), Sec also Norwich Eaton Ph^rn^cBnri^jt^ 
zJicSEB, 808 F.2d 486, 433 (6iti Clr. 1987). Awarding exclusivity to such a broad class of drugs 
is further inconsistent with the agency's statement in the preamble to the proposed regulations that 
"FDA will consider whether a drug contains a previously approved active moiety on a case-by-case 
basis." 54 Fed, Reg. at 28898/ 

Thus, the provisions in the regulations that provide five-year exclusivity to all covafent 
derivatives other than esters arc arbitrary and capricious and are without foundation in law. Sgg 


* 21 U.S.C 355(c)(3)(D)(iii); (j)(4)(D)Cui). See also 54 Fed. Reg. at 26899-28901, 

* The agency made this statement following a discussion of the definition of active 
moiety in which the agency paraphrased the wording of the current regulation. 54 Fed Res at 
28898. ' e * 
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^nt Y> SfalMl. 70 F.3d 610, 615-16 (D C. Or. 1995); Amen? Community FTreip telr, T TC v 
Shatela, 21 F.3d 1176, 117S-SO OD.C. Cir. 1994); yationaL Nutritional Food* Am'n. v 
MatttlgWS, 557 F.2d 325, 330-331 (2d Cir. 1977). In this regard, die agency's regulations fefl 
to meet the: retirements of the Administrative Procedure Act, 5 U.S.C. § 551, st*&a„ and are 
without force aad effect of law. ChevrmlLSA Idc. y. Natural Resources OefimsftFlBtf ■ ^ 

467 U.S. 837, 842-45 (1984); TT.S. v Vnv* Smtia Fm»I* Pmd r m 568 F,2d 240, 245 (2d 
Cir. 1977). The agency has no legal authority to grant five-year exclusivity to covalera 
derivatives (or to a parent compounds of covalent derivatives) that contain previously approved 
therapeutic moieties. 

3. FDA MUST PROVIDE A NOTICE IN THE 

FEDERAL REGISTER OF THE CHANGE IN POLICY 
REQUIRED TO MAKE FIVE-YEAR EXCLUSIVITY 
DETERMINATIONS IN ACCORDANCE WITH LAW 

The implementation of die five-year exclusivity provisions of the Act consistent with these 
legal requirements will necessitate a change in FDA policies stated in regulations and in 
preambles. Because these policies have been published in Federal Register notices, the change 
in policy must be announced in a Federal Register notice. Tlw notice should provide, in 
substance, as follows: 

(1) Five-year exclusivity is available only 00 new active ingredients that contain 
entirely new therapeutic moieties- 

(2) The therapeutic moiety, for purposes of entitlement to five-year exclusivity, 
is the molecular component that is responsible for the drug effect. 

(3) Active ingredients that are metabolites of previously approved active 
ingredients do not in all instances contain new therapeutic moieties. 

(4) A metabolite is entitled to five-year exclusivity only if its therapeutic 
moiety is not present and not responsible for the drug effect in a previously 
approved product. 

Companies whose interests are affected by FDA's application of the exclusivity provisions 
of the Act are entitled to.nodficatioa of changes in policy ar the earliest possible time. The agency 
must also consider whether these changes in policy require the immediate promulgation of an 
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interim rule redefining the torn active moiety to encompass only the concept of thuransjurtr. 
moiety, as described above. ^ 

4. FDA SHOULD DECLARE THAT TAM IS 

INELIGIBLE FOR FIVE- YEAR EXCLUSIVITY. 

Although the agency generally makes exclusivity decisions at or near the date of approval 
for a product, die agency can make this determination « an earlier date with regard to five-year 
exctoaxvity, which is based on criteria (the structure and functional components of the molecule) 
that are known and are not subject to change during the approval process. The moiety of the 
TAM molecule that is responsible for its drug action is identical to, and performs the same 
function as, me therapeutic moiety of the terfenadins molecule. 

It is significant mar the applicant submitting the TAM NDA has brought suit against 
generic drug companies mat wish to market ceifenadia*, alleging toadwmistrationof terferiadinc 
constitutes mfringement of a patent claiming TAM. See Marion Memdi nnw y rffrEa 
Pharm^Qh , Tn r „ 33 USPQ2d 1673 <D.C. Col. 1994); Marim, p ^v. Inc. v Bsfcar 

Norton rTttnnaccutta lS, Cfv. No. 94-1245 (S.D. Fla. June 20, 1994). Marion relies upon the 
theory of contributory infringement oa the basis that terfenadme converts after being ingested into 
TAM, a compound claimed in the patent in suit The position of the TAM NDA applicant in these 
cases, eq uating administration of terfenadme with administration of TAM, is entirely inconsistent 
with a detennination that two compounds possess different active moiodes, The relationship 
between terfenadine and TAM is so close that TAM cannot reasonably be characterized as a new 
active moiety. 

Based on these facts, TAM is not entitled to five-year exclusivity under tbe Act and 
accordingly, FDA 68131101 av «rd such exclusivity. These facts are not subject to change during the 
approval process. Just as the agency must move expeditiously to publish a notice of the required 
change in policy, the agency should inform the holder of the TAM application, as well as other 
companies with an interest in TAM or terfenadme, of the effect of the policy change on TAM's 
eligibility for five-year exclusivity. 

C. ENVIRONMENTAL IMPACT 


According to 21 CJFJL § 25.24(a)(8), this petition qualifies for a categorical exclusion from 
the requirement for submission of an environmental assessment. 
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D. ECONOMIC IMPACT 

tm*j£?Ec£? I iBfi — b »« ^nonuc impact win be .ubnritted if 

requested by the Commisswoer following Wv iew of this petition. 

E. CERTIFICATION 

S^ lud f 111 ^ *™ 011 ^ P^on relies. andXSZ 

r^pres^tve da* and mfonasnon Wn to the petitioner which are un6vorabIetot£ JSS! 

Rflspectfiiily submitted, 


Arthur Y« Tacn 
TishE. Pahl 
Olsson, Frank & Weeda, P.C. 
Suit 400 

1400 Sixteenth Street, N.W. 
Washington, D C. 20036-2220 

Attadmenis: 
A - Seidans* labeling 

B - FDA guidance, "Terfenadine Tablets In Vivo Bioequivaience and fa Vitro Dissolution" 
C - Bureau of Drags Staff Manual Guide 4820.3 (1982? lUUOn 
D - 302 N.E.J.M. 181 (1980) 
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Docket No. 9 6P- 0157 
Citizen Petition 
Eligibility of Fexofenadine 
For Five-year Exclusivity 


?^)! e SUi5Bllttad ° n b ' haIf ° f Hoec * s * ^ion P^SsS Sc " 17 ' 
On July 25, 1996/ PDA aporoved HMR's >TOA 20-S2S fnr - 


year 


designed as a Is ^ £ S, £3£g £S g™c? 
classified it as a new chemical entitv entitiS -J g *?S 
exclusivity. HMR believes that Sis%e^"s1ecLfon 
correct, and that this petition saekin? to reveSe ^ • 
should be denied, for the reasons givtn bllov dec*.** 

£e*of£a^^ to 
recognize this in r«xM«tLg\^^i«& but *Vi, t0 

«-«». »« point oS? Sal tS^SUnt^^iJS*"™- ° £ 
raasonaSl. intarpr.tatisn of th." .t»£i=^£i£L£ and that 
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September 24 14 « a . ~ cai entity approved after 

314. iSS, as a oxug not conTal^^ , iS defi »*V» Section 
previously grantS ^^SSSSi*^ fda Ve ^ et ^ which ^was 
turn is defined in Sections lf.io7(l } Is m ° iety in 

otS*™"* * f al ! Vith « cocrdJnaJion'blnoi) or 

or ~L2£aS? S %^ lv f ±V ? S (SUCh as a cSlate? 
SL^ir^^ molecule, responsible for the 

SSSt^H ° r pharmacolc «3ical action of the drug 

oSuS di 5 e ^ WhiCfc 15 contai ^ i« a previously appr^ tof 
product i>eidane. Fexofenadine is an acid aetLol^tS of 

section 314 108(b) and under Section SOStfH^pfTu? £ d SL 
Federal ?ocd, Drug and Cosmetic Act. 1 ' l M ' ° £ the 

Petitioner does not dispute any of the above facts ^rt 
argues that fexofena dine be conside?ef S3 active 

• " Petitioner calces various unsupported statamanf*- 
compounds. . Since these srateLnts mSSf^aSTS^h^* 

described m the respective NDAs f or ta^eiadi /-<?*i 
fexofenadine (AllegrJ) . Seedless" s^v XrlSLne^' f^crS *r 
comparing the terfenadine aciecule with^he *Zl£™lJ et ^^ s f c 
S e ?S U fl slight change! Si ^S^SSc^f ^ 

-o significant and unpredictable changes S jSvltJ 
underscoring the rationalitv of the agency's -ecmiart™^ 7Z Y ' 
defining a new chemical entity. a ^ enc / s regulations in 
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moiety as terfenadine so that it will M + h*. ^ ■ - 

exclusivity. As noted above, PDA has toSS/SSfJlJ 1° L 7e * r 

entitled to 5 year exclusivity on July 25 1996 J«^T? 9 

given below, this decision was consistent ' -.H^h ™J reasons 

should net be overrumed. consistent with good policy and 



a ,4. OT . B L th±S 1 f n 9 ua ? e ' Congress clearly intended that a salt or 
ester of an active ingredient should be t-aated tht ?I 

compounds related in various other wavs to the Drevi-usiv 
approved compound but chose not to do* so S?* 7 ■ 

that the relationships of sal°s a£d ! F^L 15 reas o*able m 
which they are fo^d ifspeaiJif Ll J> the compound from 

related compounds such^stSfouSs m^d?™ r J^l ^ 
compound from which they are formed in Ja? dfeeSnt ws the 
effeecs or which m many cases are much less w»i * -«*«k?- il P 
J»h C r 3 !.^ a "~ P^Sng^lts el and eS S? ers Shed - 
bS? i ^ aC f 1V€ ^9«dient from which they were formed 

Si Ji;°^ 0tiler r f lated expounds, including MtLollJe. SJrt 

^ i tS ° r * Sters ' outside **** in drawing Sis 

line, the Congress may have been influenced, as °4?SoW 
suggests by the amount of new safetv and erf ecti^neS St a 
required for approval of the related' compound Hc^vS S£t Bav 

Si»;m* gXSX ;* 4V * Une W3S draWB Md line auS bf reeled 

regardless of arguments as to why a diffe^-an* .k«,tJu 


, J"^?? =»a»ical antity than the drug from which it was 

metabolite of hydroxys < ~e hvd-reeh 7 • , a 15 ^ acid 

_ _r Jiyorocaioride, a oreviouslv annrovprf 

drug, see Simons, The Pharmacology and Use* of H^eceotS- 
Antagonist Drugs, Hew Eng. J. Medicine, Vol 330 No 2? - i«- 
1S65 (1M4,; Goodman & cllman, The flo^col^icJrSiiT dJ" J ' 


AUG- 12-38 HON 14:49 P. 05/07 

Docket Management Branch 
August 12, 1396 
Page 4 

lari ™' s regulations are clearly baaed on the statutory 
language and are a reasonable interpretation of that iSSni**** 

esters with the compound from which they were formed and do not 
include other related compounds such as metaboliSf (which a?e 
not salts or esters) vhich the statute did not includl The^onlv 

ci2£SS < SS Si StatUte ^ of chelate, * ° nly 

ciathrates, and other noncovalent derivatives which are verv 
aiaalar uo salts and esters in that they generally do not affect 
the active moiety of the drug product. ^Whether J not Sese 
additional inclusions are consistent with the statutory 
Ss^e S1 ° n ' ^ relevanr to ^°=«nadine/t£rt:enadine 

• p ftitipner's suggestion that the definition of "active 
moiety include covalent derivatives as well as noncovalent 
derivatives is not consistent with the statutory language 
SJ d ^f a f n i y for th * delusion of salts and elters^d not 
other related compounds. Moreover, as explained below, »ven 
assuming that the PDA inclusion of noncovalent derivatives was 
proper covalent derivatives are a much larger cSss cf r^ated 

con^?;.^? 1 ? defined clearl * be y°« d the StSt o.; 

congress to include* 

+ ho J^L FDA ,' a rs ^ la tions are a reasonable interpretation of 
the statutory language and Petitioner's suggested amendment to 
uhe regulation would not be consistent with the statute 


Therapeutics (9~ ed.), p. 591. Catirizine hydrochloride has 
been granted 5 year exclusivity. See Approved Drug Products With 
Therapeutic iTguivalence Valuations (is^ed.), AD16. Sere 
al f°- a ** man y ot ^r instances in which PDA has treated 
metaoolites as different drugs than the substance from which thev 
were metabolized, such as prednisone and prednisolone 7 

Also, in this case the safety profile of fexofenadine i< 
significantly different from terflnadine lL Sg^ Svf 
markedly different affects in the human body, particularly with 
regard to qt prolongation. Thus, FDA has r^Led StSSive new 
af vKhcut I^SE? 8 studies for fexofenadine* ^Ifex^es 
!?.* 1 " ilCUt a ? r ' kt . ^itioner -s attempt to trivialize the 
differences in cnemical structure between terfenadine and 
fexoranadme. These differences and the physiological 
differences found oetween the two compounds further support the 
rationality or the agency's regulations both in general anS on 
the particular facts raised aere. 
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™>« "M* tiis^S^oSd'S allied? 

-TS^SSirSlSiS? ^ "* d - B -*»*«» to contain 
Active ingredients that are aetaboUtas of ureviouslv 

for the drug effact in a previously approved prSuS 

However, Petitioner does not offe*- anv ml. • 

is a new therapeutic moiafcv fl r Z*Z+ ? u f ° r deter a^mg what 

or responsible *Jr^hTdj2 Sf^E <? WapM ^ c m ° iety i3 - Drese *t 
product. g effect ln a Previously approved 

« *-^ ASi(ie from lacjc of anv statutory basis for ir v h9 t 

therapeutic mottles. Like- covalent te<vSv5%SLSlTv m*. 

SoSng al^icaJ* stores ^SJV* 111 ^' Si * Ply * 
metabolites of eac£ J§S Sua fS^^T* 5° ° r ^ 
would have to be a spelSic ASZ^r^j^Z SS er 
there was a new therapeutic moiety and theX wc^ld in a ?™2 
every case be either an applicant or a„Sw fSS ? almost 
standing by to contest FnKlS B S*S£^ JSSS^^T 7 
determinations would have to be constantly reviewed^and S« -i h 7 
revised by the agency in light of new sciLSSc ^ELl?LS Y 
concerning metabolites of drug o-oduc+r Tht tZJ^ t q , 
administrative burden on "DA Ld"?hf Th * '"'certainty and 
systea is obvious" anS ^^ 7 ^SSjSS^ ° £ SUCh a 
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year exclusivity. 



Peter 0. Safir 
Hichard S. Morey 

Counsel for Hoechst Marion Rcussel inc 
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RECORDATION FORM COVER SHEET 
PATENTS ONLY 


U.S. DEPARTMENT OF COMMERCE 
PATENT AND TRADEMARK OFFICE 


COPY 


I hereby cenily (hot (his correspondence is being deposited wiih ifco United 
SlPtes Postal Service os first class mail in an envelope oddrossed to 
Commissioner ol Patent^ and Trademarks, Washington, D.C, 2Q231 

Date 


Signature 



To the Honorable Commissioner of Patents and Trademarks. Please record the attached original documents or copy thereof. 

2. Name and address of receiving party(ies): 


1. Name of conveying party(ies): Richa rdSOn-Me r t ell 

Inc . 

Additional name(s) of conveying party(ies) attached? [1 Yes [ X ] No 


3. Nature of Conveyance: 

[ ] Assignment [ ] 

[ ] Security Agreement [x] 
[ ] Other 


Merger 

Change of Name 


Execution Date: March 10, 1981 


Name: Mer rell Dow Pharmaceuticals Inc, 

Internal Address: 

street Address: 2110 E. Galbraith Road 
city: Cincinnati state: Ohio zip: 45215 

Additional name(s) & address(es) attached? [ ]Yes [X] No 


4. Application number(s) or patent number(s): 

If this document is being filed together with a new application, the execution date of the application is: 


A. Patent Application No. (s): 


B. Patent No.(s): 4 , 254 r 129 


Additional numbers attached? [ ] Yes [ X] No 


5. Name and address of party to whom correspondence concerning 
document should be mailed: 

Name: Louis J. Wille 
Internal Address: Hoechst Marion Roussel, Inc. 
Street Address: 2110 E. Galbraith Rd . 
city: Cincinnati state: Ohio zip. 45215 


Our Reference No, 


M00956 


6. Total number of applications and patents involved: [ 1] 


7^ Total fee (37 CFR 3.41): 40.00 

( ] Enclosed 

[ X ] Authorized to be charged to deposit account 


8. Deposit account number: 13-2764 

(Attach duplicate copy of this page if paying by deposit account) 


DO NOT USE THIS SPACE 


9. Statement and signature. 

To the best of my knowledge and belief, the foregoing information is true and correct and any attached copy is a true copy of the 
original document. 


Louis J. Wille 


Name of Person Signing 
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OMB No. 0651-001 1 (exp. 4/94) 


Do not detach this oortion 

Mail documents to be recorded with required cover sheet information to: 

Commissioner of Patents and Trademarks 
Box Assignments 
Washington, D.C. 20231 

Public burden reporting for this sample cover sheet is estimated to average about 30 minutes per document to be recorded, 
including time for reviewing the document and gathering the data needed, and completing and reviewing the sample cover 
sheet. Send comments regarding this burden estimate to the U.S. Patent and Trademark Office, Office Information Systems, 
PK2- IO0OC, Washington, D.C. 2023 1, and to the Office of Management and Budget, Paperwork Reduction Project (065 1 -001 1), 
Washington, D.C. 20503 


State 
of 

DELAWARE 


Office of SECRETARY OF STATE 


J? Glenn C. Kenton Sfecxe&uuf [fta/e> t/te S^tofe ^e/cucuzxe,, 

Certificate of Merger of the "DOW MERGER SUB INCORPORATED", merging with and into the 
"Richardson-Merrell Inc.", under the name, of "Merrell Dow Pharmaceuticals Inc.", as 
received and filed in this office the tenth day of March, A.D. 1981, at 11:15 
o'clock A.M. 



In Testimony Whereof, J Acu$& /u^eustfo xel Aand 

asicl o^tcuzl 'seal ctl ^$a&eso t/u&, tenth dcu^ 

March ^ t^eajo act* S£oj<c6 

one/ tAcLUAcuixd n/sie AunxkecC anc6 eighty one. 


GJenn C. Kenton, Secretary of State 


FORM 121 


CERTIFICATE OF MERGER 
of 

DOW MERGER SUB INCORPORATED 
into 

RICHARDSON-MERRELL INC 

UNDER SECTION 251 OF THE GENERAL CORPORATION LAW 
OF THE STATE OF DELAWARE 


Pursuant to Section 251(c) of the General Corporation Law of the State of Delaware, Richardson- 
Merrell Inc., a Delaware corporation ("RMF), hereby certifies the following information relating 
to the merger of Dow Merger Sub Incorporated, a Delaware corporation ("Dowsub"), with and into 
RMI (the "Merger"). 

1. The names and states of incorporation of RMI and Dowsub, which are the constituent 
corporations in the Merger (the "Constituent Corporations"), are: 

Name State 

Richardson-Merrell Inc. Delaware 

Dow Merger Sub Incorporated Delaware 

2. The Agreement and Plan of Reorganization, dated as of November 1, 1980, as amended 
February 4, 1981, by and among RMI, Dowsub and The Dow Chemical Company, a Delaware 
corporation (the "Merger Agreement"), setting forth the terms and conditions of the Merger, has 
been approved, adopted, certified, executed and acknowledged by each of the Constituent Corpora- 
tions in accordance with the provisions of Section 251(c) of the General Corporation Law of the 
State of Delaware. 

3. The name of the corporation surviving the Merger is Richardson-Merrell Inc. which shall, 
at the Effective Time, be named "Merrell Dow Pharmaceuticals Inc." 

4. Pursuant to the Merger Agreement, the Certificate of Incorporation of RMI in effect immedi- 
ately prior to the Effective Time of the Merger (as defined in the Merger Agreement) shall be the 
Certificate of Incorporation of the surviving corporation; provided, however, that: 

(a) Article First of such Certificate shall be amended at the Effective Time to read in its 
entirety in haec verba: "The name of the corporation is Merrell Dow Pharmaceuticals Inc. (here- 
inafter sometimes called the 'Corporation')"; and 

(b) Article Fourth of such Certificate shall be amended at the Effective Time to read in its 
entirety in haec verba: "The total number of shares of all classes of stock which the Corporation 
shall have authority to issue is 1,000, and all 1,000 shares shall consist of Common Stock, par 
value $.10 per share." 

5. An executed Merger Agreement is on file at the principal place of business of the surviving 
corporation, which is located at 2110 East Galbraith Road, Cincinnati, Ohio 45215. 


1 


6. A copy of the Merger Agreement will be furnished by the surviving corporation, on request 
and without cost, to any stockholder of either of the Constituent Corporations. 


In Witness Whereof, this Certificate of Merger has been executed on this 10th day of March, 
1981. 
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To the Honorable Commissioner of Patents and Trademarks. Please record the attached original documents or copy thereof. 

2. Name and address of receiving party(ies): 


1. Name of conveying party(ies): Me r re 11 DOW 

Pharmaceuticals Inc . 

Additional name(s) of conveying party(ies) attached? [ ] Yes [ X ] No 


3. Nature of Conveyance: 

[ ] Assignment [ ] 

[ ] Security Agreement [x] 
[ ] Other 


Merger 

Change of Name 


Execution Date: September 15 f 1995 


Name:Merrell Pharmaceuticals Inc. 

Internal Address: 

street Address: 2110 E. Galbraith Road 
city: Cincinnati state: Ohio zip: 45215 

Additional name(s) & address(es) attached? [ ]Yes [ X ] No 


4. Application number(s) or patent number(s): 

If this document is being filed together with a new application, the execution date of the application is: 


A. Patent Application No.(s): 


B. Patent No.(s): 4,254,129 


Additional numbers attached? [ ] Yes [ X] No 


5. Name and address of party to whom correspondence concerning 
document should be mailed: 

Name: Louis J. Wille 

Internal Address: Hoechst Marion ROUSSGI, Inc. 

street Address: 2110 E. Galbraith Rd • 
city: Cincinnati state: Ohio zip: 45215 


Our Reference No.: M00956 


6. Total number of applications and patents involved: [ 1 ] 


7. Total fee (37 CFR 3.41): 40.00 

[ ] Enclosed 

[X] Authorized to be charged to deposit account 


8. Deposit account number: 13-2764 

(Attach duplicate copy of this page if paying by deposit account) 


DO NOT USE THIS SPACE 


9. Statement and signature. 

To the best of my knowledge and belief, the foregoing informatiori is trpeand correct and any attached copy is a true copy of the 


original document. 

Louis J. Wille 


Name of Person Signing 
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State of Delaware 

Office of the Secretary of State 


I, EDWARD J. FREEL, SECRETARY OF STATE OF THE STATE OF 
DELAWARE, DO HEREBY CERTIFY THE ATTACHED IS A TRUE AND CORRECT 
COPY OF THE CERTIFICATE OF AMENDMENT OF "MERRELL DOW 
PHARMACEUTICALS INC. % CHANGING ITS NAME. FROM "MERRELL DOW 
PHARMACEUTICALS INC." TO "MERRELL PHARMACEUTICALS INC.", FILED 
IN THIS OFFICE ON THE TWENTY-SECOND DAY OF SEPTEMBER, A.D. 199S 
AT 10 O'CLOCK" A.M. 
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CERTIFICATE OF AMENDMENT TO 9 " J X ' ^ 

CERTIFICATE OF INCORPO^ONOF 

^^^^ ^ 
follows: re.e..«d L0 as cne Corporation"), do hereby certjy M 

adopted a resolution seton* fcrtfS^ Incorporation or tie Corporation, dulv 
the shareholder of the =0 approval 0 f 

JteSS ' ^Det-Jlr^ ° f ^ration of MerreU Dow 
son"), shall be, ar,d it o^^S^ 1 ?"- of Inccroora- 

*ere=f and by ta^^S^CS? n^ *. rf p3X2 ^ h 1 

entirety as follows: ' aew Pa^eraph 1 providing in its 

tion"). ^C. (Hereinafter sometimes called the "Corpora- 

Corporation «oced S^^^^ *■ --older of the 
adoptsa. Aueaomsnt coia uhac said amendment was duiy 

^asonS'aSn^r^ C ° r ^ i « "* «* * -uced nnder or by 

FIEST of tins Certmcate^e"Snt ™ T * mc ™* "* »rth in Article' 

ance with the oroviaoas Js£?o^? \^ ^ °T adopted « 

State of Delaware. 2 01 G<meraJ Corporation Law of the 

Pharmaceuticals nc, £ hTJ-^T,'^'^ ° f Me ^ Dow 

the Corporation Cth^W^to^S "J* ~« " 

UIlaer yenaitses ot perjury, that the 
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foregoing: instrument i 5 their act 3n w j j , 
tme) on the 15th d*v JSl^ll^tl* ** d the facts 


15th day of Septemberri9957 ^ ^ Statad ther3i * are 
Merrell Dow Pharmaceuticals Inc. 


Richard J. xMa4ii 



President and^'hief Executive Officer 
(CORPORATE SEALJ 

ATTEST: . '•■ 

Reoecca R. Tilden, Secretar? 


/p. 
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